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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the application: 
Listing of Claims: 

1 . (Currently Amended) A compound of Formula I: 



X 1 is -C(R 1 )(R 2 )X 2 €a-^; 

X 2 is cyano, -CHO, -C(R 7 )(R 8 )R 5 , -C(R 7 )(R*)CF 3j -C(R 7 )(R 8 )CF 2 CF2R 9 
-CH=CHS(0) 2 R 5 , -C(R 7 )(R 5 )CF 2 C(0)NR 5 R 6 , -C(R 7 )(R 8 )C(R 7 )(R 8 )NR 5 R 6 , 
-C(R 7 )(R 8 )C(R 7 )(R 8 )OR 5 f -C(R 7 )(R 8 )CH 2 OR 5 ( -C(R 7 )(R 8 )CH 2 N(R 6 )S0 2 R 5 , 
-C(R 7 )(R 8 )C(R 7 )(R 8 )N(R 6 )(CH 2 ) 2 OR 6 , -C(R 7 )(R 8 X:(R 7 )(R 8 )N(R 6 )(CH 2 ) 2 NR 6 or 
-C(R 7 )(R 8 )C(R 7 )(R 8 )R 5 ; wherein R 5 is (C M )alkyl, (C6-io)aryl(C 0 ^)alkyl, 
hetero(C4-io)aryl(Qw)alkyl 1 (C4-io)cycloalkyI(Co^)alkyl or heteroCC^ioJcycIoalkylCCo^Jalkyl 
wherein heterofC^-f n)aryl or heterofd-inteycloalkvl is pyran, rhiopyran, pyrimidine, thiazole, 
isothiazole, pyridine, furan, imidazole, isoxazole, oxadiazole, oxazole or triazole ; R* is 
hydrogen or (Ci^)alkyl; R 7 is hydrogen or (Ci4)alkyl and R 8 is hydroxy or R 7 and R 8 together 
form oxo; R 9 is hydrogen, halo, (Ci^aDcyl, or (C5_io)aryl(Co_6)alkyl a* 
h e t e ro(C» 4^ )aryl(C»4)aHcyl ; 

repr e Gents a group of Fourxula (a): 




O 



I 



in which: 
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X 5 




in which n is 1 or 2, 2 is 0 or l t X^ - i s se l e ct e d from NR 40 , S or O, wherein R^ - is hydrog e n or 
{€fr <s)Qlliyl, and - X* 4 fr Qr S or NR 44 , wh e r e in R 44 is sel e cted from hydrogon, (C^alkyl, 
^C(0)OR 4 V^€^ 4 \ ^C(0)h^^ 

^S<^^^ r ^€{^^ r ^C(Q)Q^ r ^€(0)NR^ and X^OjaTOft 4 ^ 4 *, in whioh 
X 4 " is a bond or (G^allcylono; R 45 at oaoh occurrenc e independently is hydrogon or 
<e ^)allcyl; R^is hyfrogon r (G4^)alkyl or halo aubstitutsd((^)allcyl, R^ s-( €^ al feykar 
halo substitut e d(C^)alkyl and R^ 4s-£G^ a y sfo^ 

het e ro(C^)cycloaUcyl(Cft 4}flfe^^ h e t e ro(C^)aryl(C^)aIlcy I, o r 

(G ^)bioyQloory l( Cfr4)alkyl or hotoro(C^)bicycloa3yl(CW)alkyl; 

wherein within X 1 any cycloalkyl, heterocycloalkyl, aryl or hotoroaryl may b o is 
substituted or unsubstituted with 1 radical R 99 Golootod from R^ r^ 4 ^ 4 ^-^ 4 ^ 44 ? 

-^NR^C(Q)NR^ and X^^NR^NR^; and w h e rein X^-aaAJE* may be 
substituted further with 1 to 5 radioolo indopondontly Golootod from (C^ a ficyl, cyano ? halo, - 
halo QUbotitutod(CU)alkyI, nitro, X^^V^^^CCO^ 

-Tx. l^rxx \_^\_f it y-rrx tttc w^i'ixv jx iA\ It 7 "/X vi/xv , .21. uii , J v \-^y\7iv y 

R^T-R^-and R 4 * or e as d e fin e d abov e; 
R 1 and R 2 are both fluoro; or 

R 1 is hydrogen or (Cw)alkyl and R 2 is selected from the group consisting of 
hydrogen, (C w )alkyl, cyano, -X*NR 12 R 12 , -X 4 NR 12 C(0)R 12 , -X^R^CCOJOR 12 , 
-X^^C^NR^R 12 , -XW^CNR^NR^R 12 , -X*OR", -X 4 SR 19 , -X*C(0)0R 12 , 
-X^CCOR 13 , -X*OC(0)R u , -X 4 C(0)NR 12 R 12 , ^(OJzNR^R 12 , -X 4 NR ,2 $(0)2R ,3 I 
-X 4 P(0)(OR 12 )OR 12 , ^OPCOXOR'^OR 12 , -XtyOR 14 , -X^COJiR 14 , -R ls , -X?OR 15 , 
-l^SR ls , -X 4 S(0)R 15 , -X 4 S(0) 2 R 15 , -X*C(0)R w , -X^COOR 15 , -X^Cr^R 15 . -X*NR I3 R 12 . 
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-X"NR l2 C(0)R 15 , O^NR^CCOOR 15 , -X 4 C(0)NR 1J R 12 , -X 4 S(0) 2 NR 15 R 12 , -X'NR^SCO)^, 
-X 4 NR 12 C(0)NR 1S R 12 and -XW^CCNR^NR^R 12 , wherein X 4 is a bond or (Q^alkvlene. 
R 48 ^ 43 ^ 4 * and R 45, ore as dofinod abov e R 12 at each occurrence independently is hydrogen 
or (Ci^alkvl, R' 3 is hydrogen. (C.^lalk vl or halo-su bstitutedfC^alkvl. R 14 is fC^alkvl or 
halo-substitutedfC^alkvl. andR l5 is fC.^cvcloalkvKC^alkvI. fC^arvlfCn^alkvl. 
fCo-nfticvcloarvlfC^talkvl or mornholinvl: 

or R 1 and R 2 taken together with the carbon atom to which both R 1 and R 2 are 
attached form (C3.g)cycloalkylene or hotoro( ^ -g)oyoloaU ^ 4 e a e; wherein R 2 , and said 
cycloalkylene and said - hotorooyoloalkylono may be substituted further with 1 to 3 radicals 
independently selected from (Ci^)alkyl, cyano, halo, halo-substituted(Ci-t)alkyl, nitro, 
-X*NR 12 R 12 , -x'nr^ccor 12 , -X^R^CCOJOR 12 , -X'NR^C^NR'V 2 , 
OC'W^CNR^NR'V 2 , -X'OR 13 , -X^SR 13 , -X^COPR 12 , -X 4 C(0)R 13 , -X'OCCOR 13 , 
-X 4 C(0)NR i2 R 12 . -X 4 S(0) 2 NR t2 R 12 , -X 4 NR U S(0)2R 13 , -XtyOXOR^OR 12 , 
-X'OPCOJCOR'^OR 12 , -X 4 S(0)R 14 and -X^O^R 14 , wherein X 4 , R 12 , R 13 and R u are as 
defined above; 

R 3 and R 4 are independently -C(R 1C )(R 17 )X 7 , wherein R 16 and R 17 are hydrogen, 
(Ci-<j)alkyl or fluoro, or R 16 is hydrogen and R 17 is hydroxy and X 7 is selected from 
-X*NR ,a R" -X'NR^CfOR 12 , -X^R^CCO^R 12 , -X^^ONRV, 
-X 4 NR I2 C(NR l2 )NR I2 R 12 , -X 4 OR 13 , -X'SR 13 , -X'CCOJOR 12 , -X'^OJR 13 , -X 4 OC(0)R 1J , 
-Xt^NR^R 12 , -X 4 S(0) 2 NR 12 R 12 , -X^^O^R 13 , -X^OXOR^OR 12 , 
-X*OP«»(OR ,2 )OR Il » -X 4 S(0)R 14 , -XtyOfcR 14 , -R 1S , X 4 OR iS , -X 4 SR 15 7 -x'scor' 5 , 
-X^COfcR 15 , -X 4 C(0)R ,s , -X*C(0)OR ,s , -X 4 OC(0)R 15 , -X*NR 15 R 12 , -X 4 NR ,2 C(0)R 15 , 
-X 4 NR ,2 C(0)OR 15 , -X^CCOJNR^R 12 , -X 4 S(0) 2 NR l5 R 12 , -XW^O^R 15 , 
-X 4 NR ,2 C(0)NR ,5 R 12 and -X'NR^CCNR'^NR^R 12 , wherein X 4 , R 12 , R 13 , R 14 and R 1S are as 
defined above; 

wherein within one ofR 3 orR 4 any cycloalkyl, h e t e rocycloalkyl, aryl or heteroaryl 
may - bo is substituted or unsubstituted with 1 radical R^* oolootod from R r^*^ ; 

-X 4 NR 4 a C(0)NR 4 ^ 4 8 and X^ ^C^R^NR 4 ^ 4 *, wher e in x VR-^-aadjR 4 4 are as d e fined 
abovo; and wherein each of R 3 ? and R 4 aad-R^-aaa^e is substituted further or is not further 
substituted with 1 to S radicals indep e ndentlv selected from ((L^aUwK - PWUio. halo, 
halo gubstitutod(C+4)alkyl, nitro, X 4 NR^ 4a 7 -^^ W €(Q)R 43 r^ 4 NR 42 C(Q)QR 4 a 7 
-X 4 NR 4 3 C(0)NR 4 ^ 4 VX 4 NR 4a €ftra 4 ^^ 
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-A i- ^A UiV jv/xs. 7 /v vr \V-J /\v-'Ax j\*js\ y-ax o^t^/iv -iiiiLi — a O^v/jJcv ^WngnlB'n y±x y 

ft^-aa^R 4 4 aro ag defined above; provided that only ono bioyolic ring structur e is present 
»ithin each of R* -^R 4 7 and provided that when X 2 is cyano and X 7 within one of R 3 or R 4 is 
-X*C(0)R 13 or -X*C(0)R ,a , wherein X 4 is a bond, then X 7 within the oilier of R 3 or R 4 is 
limited to OrtSR 15 , -X*S(0)R 15 and -X'SCO)^ 15 , wherein R 15 is a substituted 
(C6-io)aryl(Ci-6)alkyl oubotitutod with 1 to 5 - radicaIs or het 6 ro(Cg^)aryl(C»4)alkyl optionall y 
substituted with 1 to 5 radioria r whoroin cold radicals aro independently selected from . 
IG ^alkyl, cyano, halo, halo - subs tituted( -€U )alb) r lj nitro» X 4 Nfe^R 4 ^ y -X 4 NR 43 C(Q)R 4 % 

V^ X TP^Q /TlVP ^ V 4 P/' nV r ift^ n T >ja VV lP fAV O P ^rYP ^ v*ci/r^p*4 — A v4q/^\ r>44 

wh e rein X^ t-R^Vr 4 9 and R 44 aro as defined above, providod thaHifa e- radioal is not sel e ct e d 
from only halo wh e n R^ 4s-(€g4^}4(€ ^)allLyl; and provided that - wh e n X* is oyano th e n X* 
within R^ aftd4fc 4 is not X 4 C(0)m^ ^ ^C(0)^ X 4 
fe - a - bond and R** and R 4 ^ tog e th e r with th e nitrogen atom to which they are attached form 
h e tero(Cfr 4 Q)cycloalkyl or h e tero(C» 4o )aiyl ; 

a»4pr the //-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and or the pharmaceutical^ acceptable salts and 
solvates of such compounds aad or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof 

2. (Currently Amended) The compound of Claim claim 1 in which: 
is C(R^)0R^)X or X^« 

X 2 is eyaae? -CHO, -C(0)R 5 , -C(0)CF 3 , -C(0)aF 2 CF2R 9 -CH^CHS^R 5 , 
-C(0)CF 2 C(0)NR 5 R 6 , -C(0)C(0)NR 5 R 6 , -C(0)C(0)OR 5 , -C(0)CH 2 OR 5 , 
-CCOJCH^fR^SOzR 5 , -C(0)C(0)N(R 6 )(CH 2 )20R 6 , -C(O)C(O)N(R 0 )(CH 2 ) 2 NR 6 or 
-C(0)C(0)R 5 , wherein R 5 is (C^alkyl, (C6-io)aryl(Co^)alkyl, h e t e ro(C4 -w )aryl(C»4)allg;yl» or 
(C4.io)cycloalkyl(Cou6)alkyl or hotoro(C4 - rt - )cycloalkyl(C» ^)aHg4 t R 6 is hydrogen or 
(Ci-6)allcyl and R 9 is halo; 

X * represents a group of Formula (b)i 
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in whioh n is 1 or 2, z is 0 or 1, X* ia O or NR 4 ^ - wherein is selected from hydrogen, (Q. 

^S(0)aNK"K**, in vriiioh X ^ is a bond or (C^aUylcnoi - R 43 at oaoh occuironco 

independently is hydrog e n or (Q _ $)alkyl; R 4 * is hydrogen, (C^aJfeyl or 

halo QubGtimtodCC+^allcyl, R u 4$-(€k &)o%1 or halo oubotitutodCCj^jalkyl andR ^-is 

^^ joycloalkylCCW^yl, h e tero(C^ 4o )oyoloalkyl(C^)alkyl, (C^aiyKC^alkyl, 

h 8 t e ro(Cg ^ )aiyl(C9^)alkyl y (C» . ^)bioycloaryl(Ca4 ) alkyI or 

hotoro(C8 4 ^)bicycloa i yl (e ^ ) a l k> l; 

wherein within X 1 any cycloalkyl, h e terocycloalky^ or aryl or hetoroaryl may bo is 
unsubstituted or substituted with 1 radical selected from -R 15 and -X^CCCtyR 15 ; and wherein 
X 1 may bo is unsubstituted or substituted further with 1 to 3 radicals independently selected 
from (Ci^)aikyl, halo-substituted(C M )alkyl, -X^^R 12 , -X^R 13 and -X 4 S(0) 2 R 14 , wherein 
X 4 , R 12 , R 13 , R 14 and R 15 arc as defined above; 

R 1 and R 2 are both fluoro; or 

R 1 is hydrogen or (Ci^)alkyl and R 2 is selected from the group consisting of 
hydrogen, (Ci^)alkyl, -X 4 OR 13 and -R 15 ; or R 1 and R 2 taken together with the carbon atom to 
which both R 1 and R 2 are attached form (C 3 _a)cycIoalkylene or h e t e ro(Ca , &)cycloalkylcno ; 
wherein R 2 may be substituted further with (Cw)alkyl; wherein X 4 , R 13 and R 15 are as 
defined above; 

R 3 and R 4 are independently -C(R l6 )(R 17 )X 7 , wherein R 1<5 and R 17 are hydrogen, 
(Ci^)alkyl or fluoro, or R 16 is hydrogen and R 17 is hydroxy and X 7 is selected from -X*SR* 3 7 - 
X 4 C(0)R 13 , -X^CONR^R 12 , -R 15 , -X 4 OR 15 , -X^R 15 , -X 4 $(0) 2 R 15 , -X 4 C(0)R 15 and 
-X^COJNR^R 12 , wherein X 4 , R 12 , R 13 and R 15 are as defined above; 

wherein within one of R 3 or R 4 any cycloalkyl, heterocycloalkyl, aryl or heteroaryl 
may be substituted with 1 radical selected from -R 15 , ^OR 15 , -X^R 15 , -X 4 S(0)R 15 , 
-X 4 S(0)2R 15 , -X 4 C(0)R 15 l -X?C(0)OR l \ -X 4 OC(0)R 15 , -XW 5 ^ 2 , ^NR^C^R 15 , 
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OtW 2 C(0)OR 15 , -X*C(0)NR I2 R 15 , ^(OJzNR^R 12 , -X 4 NR 12 S(0) 2 R 15 , 
JtW 2 C(0)NR 15 R 12 and -X'NR^CfNR^NR 15 ^ 2 , wherein X 4 , R 12 and R 15 are as defined 
above; and wherein each of R 3 and R 4 may be substituted further with 1 to 5 radicals 
independently selected from (Ci^alkyl, cyano, halo, halo-sub5tituted(Ci^)alkyl, nitro, 
-X^NR^R 12 , -X^R^CCCOR 12 , -X^ l2 C(0)OR 12 , -X 4 NR i2 C(0)NR 12 R 12 , 
^NR^CCNR 1 ^ 1 ^ 12 , O^OR 13 , -X*$R 13 , -X 4 C(0)OR 12 7 -X^C^R 13 , -X^CXCOR 13 , 
-X^OJNR^R 12 , -X 4 S(0)2NR 12 R 12 , OC'NR^SCOkR 13 , -X 4 P(0)(OR 12 )OR I2 > 
-X'OPCOXOR^OR 12 , -X 4 S(0)R 14 and -X 4 S(0) 2 R u 7 wherein X 4 , R 12 , R 13 and R 14 are as 
defined above; 

wherein within one of R 3 and R 4 any cycloalkyl, hotorooyoloalkyl, oj; aryl er 
hotoroaryl may bo is unsubfirituted or substituted with 1 radical selected from -R 15 and - 
X 4 OR 15 ; and wherein each of R 3 or R 4 mayb e is unsubstituted or substituted further by 1-5 
radicals independently selected from (Ci_6)alkyl, cyano, halo ? halo-substituted(CM)alkyl, - 
X^^QOpR 12 , -X 4 OR 13 , Ort^OR 12 , -X 4 C(0)R 13 , -X^CONR^R 12 , -XW^O^R 13 
and -X 4 S(0)2R 14 , wherein X 4 , R 12 , R 13 , R 14 and R 15 are as defined above; 

a»d- or the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; aadr or the phannaceutically acceptable salts and 
solvates of such compounds a»£- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

3. (Currently Amended) A compound of claim 2 in which R 3 and R 4 are independendy 
-CH2X 7 , wherein X 7 is selected from X 4 SR 13 , -X^COJR 13 , -X 4 C(0)NR 12 R 12 , -R 15 , -X^OR 15 , 
-X^R 15 , -X^O^R 15 , -X 4 C(0)R 15 and ^CCOJNR^ 12 , wherein X 4 is a bond or 
(Ci^)alkylene, R 12 at each occurrence independently is hydrogen or (Ci^)alkyl, R 13 is 
hydrogen, (Ci^)alkyl or halo-substituted(Ci^)alkyI, R 14 is (Ci^)alkyl or halo-substituted(Ci. 
6 )alkyi and R 15 is (C 3 -io)cycloalkyl(Co-6)alkyl, (C3-io)cycloalkyl(Co^)alkyl, he fe ro^ 
4 Q)oyolodkyl(G ^)ftH54 morpholinvl. (C6-io)aryl(Co-6)alkyl, h e t e *o (e^ aryl( e ^)alkyl, - or 
(C9-i2)bicycloaryl(C(w)aIkyI or - hctcro(G 84 &)bioyQloarirl(C»4 ) €dte }4; wherein within R 3 and R 4 
any cycloalkyl, hotorooyoloalkyl, aryl or hotoroaryl may be substituted with 1 radical selected 
from -R 15 and OdOR 15 , wherein X 4 and R 15 are as defined above; and wherein R 3 and R 4 may 
be substituted further by 1 to 5 radicals independently selected from (Ci-a)alkyl, cyano, halo, 
halo-substituted(Ci. 4 )alkyl, -XW^OJOR 12 , -XW 3 , -X 4 C(0)OR 12 , -X 4 C(0)R 13 , 
^CCONR^R 12 , -X 4 NR ,2 S(0) 2 R 13 and -X 4 S(0>2R 14 , wherein X 4 R 12 , R 13 and R 14 are as 
defined above; 
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aa4- or the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; aad- or the phannaceutically acceptable salts and 
solvates of such compounds aad- or the N-oxide derivatives* prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof 

4. (Currently Amended) A compound of claim 3 in which R 3 is selected from 5-brorao- 
thiophen-2-yImethyl, 3-cyclohexylpropyl, 2-cyclohexylpropyl, 2-cyclopentylpropyl, 
3-phenylpropyl, 3-(2-difluoromethoxy)phenylpropyl > 2-phenylcyclopropylmethyI, 
2,2-difluoro-3-phenylpropyl, l-benzylcyclopropylmethy, 2-tetrahydro-pyran-4-ylethyl, 

1- isobutylcyclopropylmethyl, thiophen-2-ylmethyl, tetrahydro-pyran-4-ylmethyl, 
cyclopropylmethylsulfanylmethyl, 2,2-diraethyl-3-phenylpropyl, 4-methyl-[ 1,2,5] thiadiazol- 

3- ylmethylsulfonylmethyl, 3-methyl-[l,2,4]thiadiazol-3-ylmethylsulfonylmethyl, thiophen-3- 
ylmethylsulfonylmethyl, 3-methoxy-5-methyl-isoxazol-4-ylmethylsulfonylmethyl, 2,4- 
dimethyl-thiazoI-5-ylmethylsulfonyhnethyl, 2-methyl-oxazol-4-ylmethylsulfonylmethyl, 

2- methyl-thiazol-4-ylmethylsulfonylmethyl„ l,2,3]lniadiazoI-4-ylmethylsulfonylmethyl, 
S-methyl-fl^^thiadiazol-S-ylmethylsulfonylmethyl, 4-methyl- 

[l^.Slthiadiazol-S-ylmethylsulfonylmethyl, tliiophen-3-ylmethylsulfonylmechyl, tetrahydro- 
pyran-4-yloxymethyl, piperidin-l-ylcarbonyl, thiophene-2-sulfonyImethyi, 

3- chloro-2-fluoro-benzylsulfonyImethyl 9 benzenesulfonylmethyl, benzylsulfonylmethyl, 
2-(l , l-difluoro-methoxy)-ben2ylsulfonylmethyl, 2-benzenesulfonyl-ethyi, 

2- (pyridine-2^sulfonyl)-ethyl, 2-(pyridine-4-sulfonyl)-ethyl, 2-benzylsulfonyI-ethyl, 
oxy-pyridin-2-ylmethylsulfony)methyl, prop-2-ene-l-sulfonylmethyl, 

4- ruethoxy-benzylsulfonylmethyl, p-tolylmethylsulfonylmethyl, 

4- chloro-benzylsulfonylmethyl ? <MolylmethylsulfonylmethyI, 
3,5-dimethyl-benzylsulfonylmethyl, 4-trifluoromethyl-benzylsulfonylmethyl, 
4-trifluoromethoxy-benzylsulfonylmethyl, 2-bromo-benzylsulfonylmethyl, 
pyridin-2-ylmethylsulfonylmethyl, pyridin-3~ylmethylsulfonylmethyl, 
pyridin*4-ylmethylsulfonylmethyl, naphthalen-2-ylmethylsulfonylmethyl, 

3- methyl-benzylsulfonylmethyl, 3-trifluoromethyl-benzylsulfonylmethyl, 

3- trifluoromethoxy-benzylsulfonylmethy^ 

4- fluoro-2-trifluoromethoxy-benzylsulfonylmethyl > 

2-fluDro-6-trifluoromethyl-benzylsulfonylmethyl, 3-chloro-benzylsulfonylmethyl, 
2-fluoro-benzylsulfonylmethyl, 2-trifluoro-ben2ylsulfonylmethyl, 
2-cyano-benzylsulfonylniethyl, 4-ferr-butyl-benzylsulfonylmethyl, 
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2-fluoro-3-me£hyl-benzylsulfonylmethyl, 3-fluoro-benzylsulfonylmethyI, 
4-fluoro-benzylsulfonylmeihyl, 2-chloro-benzylsnlfonylmethyl, 
2,5-difluoro-benzylsulfonylmethyl, 2,6-difluoro-benzylsulfonylmethyl, 

2.5- dichloro-benzylsulf aaylmethyl, 3 »4-dichloro-benzylsuIfonylmethyl, 

2- ( 1 , 1 -difluaro-metlioxy)-beiizylsulfoTiylmethyl 7 2-cyano-benzyIsulf onylmethy 1, 

3- cyano-benzylsulfonylmethyl, 2-trifluoromcthoxy-benzylsulfonylmethyl, 

2.3- difluoro-benzylsulfonylmethyl, 2 f 5-difluoro-ben2ylsulfonylmethyl, 
biphenyl-2-ylmethylsulfonylmfithyl, cyclohexylmethyl, 3-fluoro-benzyIsulfonyImethyl f 

3.4- difluoro-benzylsulf onylmethyl, 2,4-difluoro-benzylsuJ f ony lraethyl, 
2 > 4 ) 6-trifluQro-benzylsulfonylm(5thyl t 2,4,5-trifluoro-benzylsulfonylmethyl, 
2,3,4-trifluoro-benzylsuIfonyImethyl, 2,3,5-trifIuoro-benzylsulfonylmethyl, 
2,5,6-trifluoro-benzylsolfonylmethyI, 2^rUoro-5-trifluoromethylbe^ 
2-methyl-propane- 1 -sulfonyl, 2-fluQro3-trifluoromethylbenzylsulf onyhnethyl, 
2-fiuoi(>4-txifluoromethylbenzylsulfonylinethyl y 
2-ftuor<>-5-trifluoromethyIbenzylsulfonylmethyl, 

4- fiuorc>-3-trifluororaethylbenzylsulfonylmettiyl 7 2-methoxy-benzylsuIfonylmethyl, 3,5 
biS'trifluoromethyl-benzylsulfonylmethyl, 4-difluoromethoxy-benzylsulfonylmethyl, 
2-difluorometiioxy-benzylsulfonylmefliyl, 3-difluoromethoxy-benzylsulfonylmethyl, 

2.6- dichloro-benzylsulfonylmethyl, biphenyI-4-ylmethylsulfonylmethyl, 

3.5- climethyl-isoxazol-4-yJinethyl5ulfonylTnethyl, 

5- chloro-thiophen^ylmethylsuIfonylmethyl, 
2-[4-(l , l-Difluoro-raethoxy)-benzeiiesulfonyl]-ethyl, 
2-[2-( 1 , 1 -DifluorO'inethoxy)"b6iizenesulfoxxyl] -ethyl, 
2-[3-(l, 1 -Difluoro-methoxy)-benzenesulfonyl]-ethyl 7 

2-(4-txifluoromcttioxy-benzenesulfonyl)-ethyl, 2-(3-trifluoromethoxy-benzenesulfonyl)-ethyl, 
2-(2-trifluoromethoxy-benzenesu]fonyl)-ethy], (cyanamethyl-methyl-carbamoyl)-methyl, 
biphenyl-3-ylinethyl, 2-oxo-2-pyrrolidm-l-yl-ethyl, 2-beuzenesulfonyl-ethyl, 
isobutylsulfanylmethyl, 2-phenylsulfanyl-ethyl, cyclohexylmethylsulfonylmethyl, 
2-cyclohexyl-ethanesulfonyl, benzyl, naphthalen-2-yl, benzylsulfanylmethyl, 
2-trifluoromethyl-benzylsulfanylmethyl, phenylsulfanyl-ethyl and 
cyclopropylmetJiylsulfonylmethyl; 

and- or the tf-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; aad- or the pharmaceutically acceptable salts and 
solvates of such compounds as4- or the N-oxide derivatives, prodrug derivatives, protected 
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derivatives, individual isomers and mixtures of isomers thereof. 

5. (Currently Amended) A compound of claim 4 in which R 4 is selected from 
2-trifluorobenzylsulfonylmethyl, 3-phenylsulfanylpropyl, 4-chloroben2ylsulfonylmethyl J 
thiophen-2-ylsuIfonylmethyl, benzylsulfonylmethyl, 4-methylbenzylsnlfonylmethyl, 
2-phenylsuIfonylethyl, 2-pyridin-2-ylsulfonylethyl, 2-pyridin-4-ylsulfonylethyl, 

2- benzylsulfonylethyl, 2-(3-difluoromethoxyphenylsulfonyI)ethyl, 
naphthalen-2-ylmethylsulfonylmethyl, pyridin-2-ylmethylsulfonylmethyl, 

3- methylbenzyIsulfonylmethyl, 3-trifluoromethylbenzylsulfonylmethyI, 

3- difluoromethoxybenzylsulfonyImethyl, 3-chlorobenzylsuIfonylmethyl, 
S-fluorobenzylsulfonylmethyl, 4-fluorobenzylsulfonylmethyl, 3-cyanobenzylsulfonylmethyl, 

4- cyanobenzylsulfonylmethyl, 3,4-difluoroben2ylsulfonylmethyl 3 benzylsulfonylmethyl, 
^yanomethyl-A^-methylcarbamoylmethyl, 3-bromobenzyl, 4-phenylbutyl, 2,2-difluono- 

3- phcnylpropyl, 4'-methylsulfcmylaininobiphenyl-3-ylmethyl 9 
4'-ethoxycarbonylaminobiphenyl-3-ylmethyl, 4-methylpiperazin-l-ylcarbonylmethyl, 

1- fluoro-2-(4-melhylpiperazin-l-yl)-2-oxoethyl, l-hydroxy-4-methylpiperazin-l-yl- 

2- oxoethyl, l-hydroxy-2-morpholin-4-yI-2-oxoethyl, l-hydroxy-2-oxo-2-pynoIidin-l-yl- 
ethyl, 1 -fluoro-2-oxo-2-pyrrolidin- 1-yl-^thyl, l-fluoro-2-isopropylamino-2-oxoethyl, 

1- hydroxy-2-isopropylamino-2-oxoethyl, 1 -fluoro-2-oxo-2-piperazin- 1-ylethyl, 
thiophen-3-ylmethylsulfonylmethyl, 4-methyl-[l 7 2^]thiadiazol"3-ylmethylsulfonylmethyl, 3- 
methoxy-5-methyl-isoxazol-4-ylmethylsulfonylmethyl, 2,4-dimethyl-thiazol-5- 
ylmethylsulfonylmethyl, 2-methyl-oxazol-4-ylmethylsidfonylmethyl 1 2-methyl- 
thiazol-4-ylmethylsulfonylmethyI, ^([l^^Jthiadiazol^ylmethylsulfonyO-ethyl, 2-(3- 
methyl-[l,2,4]thiadiazol-5-ylmethylsulfonyl)-ethyl, 2-oxo~2-phenyl-ethyI, 

2- morpholin-4-yl-2-oxo-ethyl, 2-benzeiiesulfonyl-ethyl, 2-naphthalen-2-yl-2-oxo-ethyl, 
2-ben2o[l f 3]dioxol-5-yl-2-oxo-ethyl, 2-benzo[ft]thiophen-2-yl-2-oxo-ethyl, 
2-biphenyl-4-yl-2-oxo-ethyl, 4-benzylsulfonylmethyl, 

2-(3-trifluoromethoxy-benzenesulfonyl)-ethyl, 2-oxo2"(4-phenoxy-phenyl)-ethyl, 
2-(4-hydroxy-phenyl)-2-Qxo-ethyl > benzylcarbamoyl-methyl, 

4- acetyl-piperazine-l-carboxylic acid ethyl ester, cyclohexylcarbamoylmethyl, 
2-(3-Chloro-benzo[6]thiophen-2-yl)-2-oxo-ethyl, benzenesulfonylmethyl, 
2-oxo-2-thiophen-2-yl-ethyl, 2-oxo-2-thiophen-3-yl-ethyl, naphthalene-2-sulfonylmethyl, 
2-(5-methyl-thiophen-2-yl)-2-oxo-ethyl, 2-(3-chloro-thiophen-2-yl)-2-oxo-echyl 5 

5- methyl-thiophene-2-sulfonylmethyl, phenylcarbamoylmethyl, 
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(5,6,7,8-tetrahydro-naphthalen-l-ylcarbainoyl)-nietbyl, 

(4-carbamoyl-phenylcarbamoyl)-methyl, (3-carbamoyl-phenylcarbamoyl>methyl, 
(butyl-metbyl-carbamoyl)-methyl, biphenyl-4-ylraethyl, 2-oxo-2-p-tolyl-ethyl, 
2-(3-fluoro-4-methoxy-phenyI)-2-oxo-ethyl s 2-(4-chl oro-phenyl)-2roxo-ethyl f 
2-(4-methoxy-pheny l)-2-oxo-ethy 1 > 2-oxo-2-(4-trifhioromethoxy-phenyl)-ethy I f 
2-(3,4-difluoro-phenyl)-2-oxo-ethyl ; 2-(3,4-dimethoxy-phenyl)-2-oxo-ethyl > 
2-(4-fluoro-phenyl)-2-oxo-ethyl, 5-methyl-2^oxo-hexyl, 3 f 5-dimetbyI-benzylsulfonylmethyl 7 
4-trifluoromethyI-benzyl5ulfonylmethyl; 4-trifluoromethoxy-benzylsulfofiiylin6thyl, 
isopropylcarbamoyl-methyl, 4-dimethylcarbamoylniethyl, pyridto-4-ylcarbamoylmethyI, 
pyridin-4-ylmethyIsulfonybnethyl, pyridin-3-ylmethylsulfonylmethyl, 
3,4-dichloro-benzylsulfonylmethyl, pyiidin-3-ylcarbamoylmethyl, 
4-methoxy-benzylsulfonylinethyl, 4-chloro-benzylsuJfonylmethyl, 
thiophene-2-suifonylmethyl> benzylsulfonylraethyUp-tolylmethylsulfonylniethy], 
2-beuzenesolfonyl-ethyl, 2-(pyridine-2-su!Ifonyl)-ethyl, 2-(pyridine-4-sulfonyl)-ethyl, 

2- benzylsulf onyl-ethyl, 2~[3-(l , 1 -Difluoro-methoxyJ-benzenesulfonylJ-ethyl, 
naphthalen-2-ylmethylsulfonylmethyI, pyridin-2-ylmethylsulfonylmethyl s 
m-tolyhnethylsulfonybnethyl, 3-trifluc^meihyl-beiizylsulfonyIniethyl, 

3- trifluoromethoxy-beiizylsulfoiiylinethyl, 3-chloro-benzylsulfonylmethyl, 
3-fluoro-benzylsulfonyImethyl, 4-fluoro-benzylsulfonytmethyl, 
3-cyano-benzylsuIfonylmethyl, 4-cyano-benzylsulfonylniethy), 
3,4-difluaro-benzylsulfonylmethyl, (cyaiiomethyl-methyl-carbamoyl)-methyl, 

3- bromo-benzyl, 2-oxo-2'pyirolidin«l-yl-ethyl, 2-(4 r -chloro-biphenyl-4-yl)-2-oxo-ethyl, 
biphenyl-3-ylmethyl, 2-(14-dlfluoix>-methoxy)-benzyLsulfoiiylni6thyI, 
2-(4-methylsulfonylamino-phenyl)-2-oxo-ethyl, 2-oxo-2-piperidin-l-yl-ethyl, 

2- (4-mechylsulfonyl-piperazin- l-yl)-2-oxo-ethyl, 2-trifluo^njethyl-bonzylsulfonylmethyl, 

4- fluoro-3-crifluommethyl-ben2ylsiilfonylmethyl, 4-carboxy-benzylsulfonylmethyl, 
3 ,5 -bis-trifluoromethyl-benzylsulfonylmethyl > 

4- (l,l-difluoro-methoxy)-benzylsuIfoiiybnethyl, 

3- (l , l-difluoro-methoxy)-benzylsulf onylmethy 1, 

5- chloro-thiophen-2-ylmechylsulfoiiybnethyl, 
2-[4-(l , l-difluoro-methoxy)-benzenesulfonyl]-ethyl, 

2-(4-trifluoromethoxy-benzeiiesalfonyl)-elhyl 4 2-phenylsulfanyl-ethyl, benzylsulfanylmethyl, 
2-tri£Iuoromethyl-benzylsulfanylmethyl f 2-trifluorometboxy-benzylsulfanylmethyI, 
2-cyclohexyl-ethyl and isobutylsulfanylmethyl; 
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aed- 0£ the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; aad- or the phaimaceuticaUy acceptable salts and 
solvates of such compounds or the N-oxide derivatives, prodmg derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 



(Ci^s)alkyl and R 2 is hydrogen, -X 4 OR 13 , hetero(C5-io)aryl(C(v6)alkyl, (Cs-io)aiyl(Qw)alkyl or 
(Ci_6)alkyl; or R 1 and R 2 taken together with the carbon atom to which both R l and R 3 are 
attached form (C^)cycloalkylene or hotcro(C3 - g)cyoloaIkylono ; wherein the cycloalkylene of 
heterocycloalkylonc arc is optionally substituted with 1 to 3 (Ci^)alkyl radicals; 

aai- 0£ the 2V-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; asd- or the pharmaceutically acceptable salts and 
solvates of such compounds aad- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

7. (Currently Amended) The compound of claim 6 in which R 1 is hydrogen or methyl 
and R 2 is methoxymethyl, methoxyethyl, methyl, ethyl, propyl, butyl, phenethyl, hiophen-2- 
yl or 5-methyl-furan-2~yl; or R 1 and R 2 taken together with the carbon atom to which both R 1 
and R 2 are attached form cyclopropyl, tetrahydro-pyran-4-yI or l-methyl-piperidin-4-yl; 

fmdr Q£ the AT-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; aftd- or the pharmaceutically acceptable salts and 
solvates of such compounds aad- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof 

8, (Currently Amended) The compound of claim 7 of Formula 1(a): 



aad- or the JV-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 



(Currently Amended) The compound of claim 5 in which R is hydrogen or 




1(a) 
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and mixtures of isomers thereof; a»d- or the pharmaceutical^ acceptable salts and solvates of 
such compounds and- or the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 

9. (Currently Amended) The compound of claim 8 selected from the group consisting of 

3-biphOTylO-yI-AtoyanomethyL 3-biphenyl-4-yl-AT- 

cyanomethyl-2-ben2ylsulfcmylmethyl-propionamide; 3-(3-bromo-phenyl)-iV-cyanomethyl-2- 

benzylsulfonylmethyl-propionamide^ 

benzylsulfonyl-me%l-propionamid^^ 

benzyIsulfanylmethyl]-3-benzylsid^^ 

benzylsulfanyl)-2-(2-1rifluor^^ 

3-isobutylsulfanyI-2-isobutylsulfan^ 

phenylsulf anyl-2-(2-phenylsulf any l-ethyl)-butyramide; iV-cyanomethyl-3-[2-(l , X -difluoro- 
methoxy>benzylsulf anyl] -2- [2-( 1 , l-difluoro-methoxy)-benzylsulf anylmethyl]-propionanjide; 
3-benzylsulfanyI-2-benzylsulfanylmethyl-N^ 

(2-l,l-difluaro-methoxy)-benzyJsulfonylmethyl]-3-benzylsulfonyl-propionamide; N- 
cyanomethyl-3-(2-trifluoromethyl-ben^^ 

benzyl su]fonylmethyl)-propionamide; 4-benzenesulf ony l-2-(2-benzenesulfonyl-ethyl)-iV- 
cyanomethyl-butyr amide; ^-cyanomethyl-3-[2-(l,l-difluoro-methoxy)-benzylsulfonyl]-2-[2- 
(1 , l-difluoro-methoxy)-benzylsulf onylmethyl]-propiouamide; ^-cyanomethyl-S- 
benzylsulfonyl-2-benzylsutfonylmetty 

l-sulfonyl)-2-(2-methyl-propane-l-sulfonylmethyl>propionamide; iV-cyanomethyl-3-(2- 
methyl-thiazol^-ylmethylsulfonyl)-2-benzyl-sulfonylme(hyl-propionamide^ 3-biphenyl-3-yl- 
iV-cyanomethy]-2-[2-(l , l-difluoro-methoxy)-benzyl-suIfonylmethyl] -propionamide; (3 '- { 2- 
(cyanomethyl-c arbamoyl)-3- [2-( 1 , 1 -difluoro-me thoxy) -benzy 1-sulf onyl] -propyl } -biphenyl-4- 
yl)-carbamic acid ethyl ester; JV-cyanomethyl-2-[2-(l 5 l-difluaro-m 

benzylsulfonylmethyl]-3-(4'-methylsulfonylamino-biphenyl-3-yl)-propi 3-(3-bromo- 
phenyl)-^<yancmethyl-2-[2-(l,l-difluoro-methoxy)-phenyl-methylsulfonylmethyl]- 
propionamide; iV-cyanomethyl-2-((E)-3-phenyl-allyl)-3-benzylsulfonyl-propionamide; andiV- 
cyanomethyl-3-benzylsulfonyl-2-(3-phenyl-propyl)-propionamide; 

apdr or the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; as^oi the phannaceutically acceptable salts and 
solvates of such compounds and- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 
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10. (Currently Amended) The compound of Claim cinhw 7 of Formula 1(b): 




Kb) 



aad- or the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; asd- or the pharmaceutical^ acceptable salts and solvates of 
such compounds aadr ql the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 

1 1 . (Currently Amended) The compound of claim 10 in which R 5 is 
l/f-benzoimidazol-2-yl, benzooxazol-2-yl, oxazolo[4,5-b]pyridin-2-yl, benzothiazol-2-yl, 5- 
phenyI-[l,3,4]oxadiazol-2-yl, 4-(5-pyridin-4-yl-[l,3 t 4]oxadiazol-2-yl, 5-pyridin-3-yl- 
[l,3,4]oxadiazol-2-yl, 5-pyridazin-3-yI-[l,3,4]oxadiazoI-2-yl, pyrimidin-2-yl, pyridazin-3-yl, 
3-penyl-[l,2,4]oxadiazol-5-yI, 5-methoxymethyl-[l,3,4]oxadiazol-2-yl l 5-ethyl- 
[l,3,4]oxadiazol-2-yl sl l,3,4]thiadiazol-2-yl, benzyloxycarbonyl, benzyloxydicarbonyl, 
phenyldicarbonyl, 5-methyl-[l,3,4]thiadiazol-2-yl, 5-trifluoromethyl-[l > 3,4]oxadia2ol-2-yl, 5- 
methyl-[ 1 ,3,4]oxadiazol-2-yl, 5-methyl-[l ,2,4Joxadiazol-3-yl, 5-phenyl-[l ,2,4]oxadiazol-3- 
yl, 5-thiophen-3-yl-[l,2,4]oxadiazol-3-yl, 5-trifluoromethyl-[l,2,4]oxadia2X>l-3'yl, 3-methyl- 
[l,2,4]oxadiazol-5-yl or 3-pyrazin-2-yl; 

aad- or the AT-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; aad- or the pharmaceutically acceptable salts and 
solvates of such compounds &a&-Q£ the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

12. (Currently Amended) The compound of claim 11 selected from the group consisting 
ofiV-[(S>l-(l-Benzooxazol-2-yl-methanoyl)-butyl]-3-benzylsulfonyl-2- 
benzylsulfonylmethyl-propionaniide; //-[(S)-l-(l-Benzooxazol-2-yl-methanoyl>butyl]-3-(2- 
trifluoromethyl-benzylsulfc^ 

A4(S)- 1 -(1 -Benzooxarol-2-yl-methano 

methoxy-benzenesulfonyl)-ethyl]"butyramide; 4-Benzenesulfonyl«2-(2-benzenesulfonyl- 
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ethyl>AT-[(S)-l-(l-bera (R>AT-[(S)-1-(1- 

beraooxazol-2-yl-methanoyl>butyl^ 

[(S)- 1 -( 1 -beiizothiazol-2-yl-methanoyl)-propyl]-^ 

benzylsulfonylmethy^ 

cyclohexyl-2^yclohexylmethyl-propita 

butyl]-3-isobutylsulfanyl-2-isob^ 

2o r l-methanoyl)-butyl]-3-benzylsulf^^ 

bcnzooxazol-2-yl-methanoyl)-butyl]-^ 

buiyranude;JV-[(S)-l-(l-benzooxazol-2-yl-methanoyl)-propy 

ben2ylsulfcmylmethyl-buty^^ 

morphottn^-yM-oxo-2-benzy^ 

benzylsulfonytoethyt-i\T-{($)^^ 

butyramide; iV-[(S)-l-(l-Benzooxazol-2-yl-metha^ 

benzylsulfonylmethyl]-3-benzyl^^^ 

oxo-2-phenyI-acetyl)-pentyl]-2-b^^ 

oxazolo[4,5-b]pyridin-2-yl-2-ox<>^thyl)^^ 

butyramide; A^[l-(5-Ethyl-[l,3 7 4]oxadfozole-2-carbo 

benzy lsulf ony Imethyl-butyramid©; N- [ 1 -(5-Ethyl- [ 1 ,3 ,4]oxadiazole-2^carbony l)-butyl ] -4- 
oxo-2-ben^lsulfonyl-methyl^^ 

2-carbonyl) -butyl] -4-oxo-2-benzylsuIf onyl-mfithyI-4-pyrxolidiii- 1 -yl-butyramide; N-[l-(5- 

Methoxymethyl~[l,3,4]oxadiazole-2-carbonyl)-propyl]-4-moipholin 

benzy lsulfonylmethyl-butyramide; N-[ l-(5-Methoxymethyl-[l 7 3,4]oxadiazol©-2-carbonyl)^ 

propyl] -4-oxo-2-benzylsulf ony lmethyl-4-piperidin- 1 -yl-butyramide; N-[l -(5- 

Methoxymethyl-[13,4]oxadiazole-2K:ar^^ 

pyirottdin-l-yl-butyramide; 

phenyl-[l % 3 fr 4]oxadiazole-2-carbonyl)-pr(^yl]-butyramide; 4-Oxo-2-benzylsulfonylmethyl-JV- 

[H5-phenyHl,3,4]oxadiazole-2^arbonyl>^ 4-Oxo-2- 

benzylsulfonylmetiiyl-iV-[H5-ph^ 

yl-butyramide; 4-MorphoUn^yl-iV-[l-(oxazolo[4,5-b]pyri^^ 

benzylsulfonylmethyl-butyranti^ 

2-benzylsulfonyl-mediyI^piperidin-l^ 

carbonyl)-propylM-oxo-2-benzylsulf^ 4- 
Moipholin^yl-4-oxo-2-benzylsulfonylmethyl-A^-[l-(5-pyridin-4-yl-[ 
carbonyl)-propyl]-butyramide; 4-Oxo-2-benzylsulfonylmethyl^-pip&ridin-l-yl-iV-[l-(5- 
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pyridin^yl-[l,3,4]oxadiazole-2K;^ 4-Oxo-2- 
benzylsulfoiiylmethyl-7V-[H 

pyrrolidin- 1 -yl-butyramide; 4-Mcnpholin^yl^oxo-24)enzy^ 

pyridin-3-yl-[13,4]oxadiazole-2-c^^ 

carbonyl>propyl]-4-oxch2-benzylsul^^ 

(Benzooxazole-2-carbonyl)-propyI]-4-oxo-2-benzylsulf emylmethy I-4-pyiroUdin~ 1 -yl- 
butyraraide; N-[l-(Benzooxa^ 

4-oxo-butyramide; 2-CyclohexylmethyI-4-morpholin-4-yl-A/'-[ l-(oxazolo[4,5-b]pyridine-2- 
carbonyl)-propyl]-4-oxo-bu cyramide; 2^Cyclohexylmethyl-N-[ 1 -(5 -ethyl-[l,3,4]oxadiazole- 
2<arbonyl)-butyl]^mon)hoUn^yM-ox(>butyi^inide; iV-(2-Benzooxazol-2-yl-l - 
methoxymethyl-2-oxo-ethyI)-2^2-difluoromethoxy-benzyIsulfo 
yl^H}xo-butyramide;iV-[l-(Be^ 

morpholin-4-yl-4-oxo-butyramide; 2-(2-Cyclohexyl^thyl)^-morpholin-4-yl-^-[l- 
(oxazoIo[4,5-b]pyridine-2K2arbonyl)-propyl]^oxo-butyramide; 2-(2-CyclohexyI-ethyl)-4- 
morpholin-4-yI-4-oxo-^l-(5-pten^^^ 2- 
(2J}ifluoromethoxy-benzylsulfo^ 

[l.S^JoxacUazole^-carbonylJ-propyll-buryrainide; 2-(2-Difluoromethoxy- 

benzylsulf bnylmethyl)-JV-[ 1 -(5-ethyl-[ 1 ,3 ,4]oxadiazole-2-carbonyl)-butyl] -^-morpholin-4-yl- 

4- oxo-butyramide; W-[l-(Benzooxazole-2-carbODyl)-^^ 
sulfonylmethyl)-4-morpholin-4-yl-4-oxQ-butyraraide; 

2-(2-Morpholin-4-yl-2-oxo-ethyl>5-pbenyl-pentanoic acid 7 l-(benzooxazole-2- 
carbonyl)-propyl]-amide; (R)-2-CyclohexylmethyM-morphoUn^-yl-4-oxo-iV-[(S)-l-(5- 
phenyl-l ,2,4-oxadiazole-3-carbonyl)-propyl]-butyramide; 2-(2-Morpholin-4-yl-2-oxoethyl)» 

5- phenyl-pentanoic acid, (S)-l-(5-phenyl-[l,2 ? 4]oxadiazole-3-carbonyI)-propyl]-ami<te; 4- 
Moipholin^yM-oxo-2-b&nzyls^ 

carbonyl)-propyl]-butyramide; (R)-2-CycIohexylme(hyl^morpholin^yl-^oxo-A^-[(S)-l-(3- 
phenyl- 1 ? 2,4K>xadiazole-5-carboiayl)-propyl]-butyraini de; 4-Morpholm-4-yl-^-[l -(oxnzo]o-2- 
carbonyl)-3-phenyl-propyl]^oxo-2-benzylsulfonylmethyl-bu N-d.l-Dim^thyl^ 
oxazoI-2-yl-2-oxo-ethylM-moip^ 

Isopropyl-//-l-[l-(oxazole-2-caibonyl)-3-phenyl-propyl]-2-beiizylsulfonylmethyl- 
succinamide; 2-(2-Difluoromethoxy-benzylsu^^ l-(oxazole- 
2-carbonyl)-3-phenyl-propyl]-4-oxo-butyramide; 2-(2-Methyl-propane-l-sulfonylmethyl)-4- 
morpholin-4-yl-tf-[ l-(oxazole-2-cart>onyl)-3-phcnyl-propyl]-4-oxo-butyramide; 2- 
CyclopropylmethylsulfonyIme£hyM-m^ 
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propylM-oxo-butyramide; W-[l^e 

(tettahydro-pyran^yloxyrae^ 

ethanesulfonyl-2-(tetrahydro-pyran^^ 

oxo-azepan^yl)-2-cyclo]ttopyIme^ 

2-CyclopropylmemyIsidfonylinem^^ 

yl)-methyl] -propyl }^morpholin-4-yl-4-oxo-butyrajraid6; N-{ (S)-l-[(R)-hydroxy-(3-phenyl- 
l,2,4-oxadiazol-5-yl)-methyl]-propyl}-2-(2-m^ 

4-yl-4-oxo-butyramide; 2-(2-Morpholin-4-yl-2-oxo-ethyl)-5-phenyI-pentanoic acid {(S)-l- 
[(R)-hydroxy-(3-phenyl- 1 ,2,4-oxadiazol-5-yl)-metoyl]-propyl } -amide; 2- 
Ctyclopropylmethylsu^ 

oxadiazole'5-carbonyl)-propyl]-butyramide; 2-(2-methyl-propane-l-sutfonylmemyl>4" 
moipholm^yM-oxo-N-[(S)-l-(3-phenyL^^ 

2^2-Morpholin-4-yl-2-oxo-ethyl)-5-phenyl-pentanoic acid, (S)-l-(3-phenyM,2,4- 
oxadiazole-5-carbonyl)-propyl } -amide; A/-[( 1 $)- 1 -(BcnzooxazoI-2-yl-hydroxy-methyl)-3- 
phenyl-propyl]-2^c1opropylmethyls^ 

(R>2-((S)-l-Hydroxy-2-moipholin^yl-2-oxo-ethyl)-5-phet)yl-pentanoicacid, 1- 
(benzoxazole-2-carbonyl)-propyl]-amide; (R)-5-(2-Difluoromethoxy-phenyl)-2-((S)-l- 
hydroxy-2-moipholm-4-yl-2-oxo-ethyl)-pentanoic acid, l-(benzoxazoIe-2-carbonyl)-propyl]- 
amidc; and 4-MorphoHn^yl-N-[l<oxazole-2-carbonyl)-cyclopropyl]-4-oxo-2- 
benzylsulfonyl methyl -butyramide; 

and- or the N-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and- or the pharmaceutical! y acceptable salts and 
solvates of such compounds aneV or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

1 3 . (Currently Amended) The compound of claim 7 of Formula 1(c): 



and- fir the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
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and mixtures of isomers thereof; fcft4- gg the pharmaceutical^ acceptable salts and solvates of 
such compounds a»d- or the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 

14. (Currently Amended) The compound of claim 13 in which R 5 is phenyl; 

and- or the JV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; or, the pharmaceutical^ acceptable salts and 
solvates of such compounds a»d- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

15. (Currently Amended) Hie compound of claim 14 selected from the group consisting 
of N-[(S)-l-((E)-2-benzenesidfonyl-^ 

propionamide and iST-(3-benzenesulfonyl-l-phenethyl-allyl)-3-benzylsulfonyl-2- 
benzylsulfonylmethyl-propionamide; 

aadr or the AT-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; aad- or the pharmaceutical^ acceptable salts and 
solvates of such compounds and- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

16. (Currently Amended) The compound of claim 7 of Formula 1(d): 



asd- or the JV-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; aad- or the pharmaceutically acceptable salts and solvates of 
such compounds aadr or the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 

17. (Currently Amended) The compound of claim 16 in which R 5 is phenyl and R 6 is 
hydrogen; 
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ftftd- fls the TV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and- or the pharmaceutical^ acceptable salts and 
solvates of such compounds sad- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

18. (Currently Amended) The compound of claim 17 namely N-(3- 
benzeaesulfonylamino-2K)xo-pix^ 

butyramide; 

add- or the W-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; ted- or the pharmaceutical^ acceptable salts and 
solvates of such compounds asd-£E the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

1 9. (Currently Amended) The compound of claim 7 of Formula 1(e): 




Ke) 

as*- or the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; and- 0£ the pharmaceutical!/ acceptable salts and solvates of 
such compounds ted- or the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 

20. (Currently Amended) The compound of claim 19 in which R 5 and R 6 is methyl; 
ted- or the JV-oxide derivatives, prodrug derivatives, protected derivatives, individual 

isomers and mixtures of isomers thereof; ted- oi the pharmaceutical^ acceptable salts and 
solvates of such compounds aadr or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

21. (Currently Amended) The compound of claim 20 in which one X 7 is morpholine-4- 
carbonyl and the otheT is benzylsulfonyl, R 1 is hydrogen and R 2 is ethyl, namely (S)-2,2- 
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difluoro^(4-morpholm^ 
acid dimethylamide; 

and- or the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; aad- oi the phannaceutically acceptable salts and 
solvates of such compounds and- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

22. (Currently Amended) The compound of claim 7 of Formula 1(f): 



and- or the N-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; aad- or the phannaceutically acceptable salts and solvates of 
such compounds asd- Q£ the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 

23. (Currently Amended) The compound of claim 22 in which R 5 is methyl, benzyl, 
phenethyl, cyclohexyl, methoxyethyl, dimethylaminoethyl, tetrahydro-pyran-4-yl, 1- 
methylsulfonyl-piperidin-4-yl, 4-methyl-piperazin-l-yl, morpholin-4-ylethyl, pyridin-2-yl, 
pyridin-2-ylmethyl or oxazol-2-ylmethyl; R* is hydrogen or methyl; or R 5 and R 6 together 
with the nitrogen atom to which both R 5 and R 6 are attached form morpholine-4-yl, 
pyrrolidin-l-yl, 4-dimeriiylamino-piperazin-l-yl, 4-hydroxy-piperazin-l-yl, 4-pyridin-2-yI- 
piperazin-l-yl, 4-benzoyl-piperazin-l-yl or 3-oxo-piperazin-l-yl; 

the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; or the pharmaceuticaUy acceptable salts and 
solvates of such compounds aad- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

24. (Currently Amended) The compound of claim 23 selected from the group consisting 
of iV-[(S> 1-(1 -Benzylcarbamoyl-methanoyI)-propyl]-3-benzylsulfonyl-2- 
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benzylsulfonylmethyl-propionamide and iV-[(S)-l-(l-Benzylcarbamoyl-m&thanoyl)-propyl]- 
4Hooior^hoUn-4-yl-4-oxo-2-^^ 



isomers and mixtures of isomers thereof; and- or the phannaceutically acceptabte salts and 
solvates of such compounds aed- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

25 . (Currently Amended) The compound of claim 7 of Formula 1(g) : 



ftftd- or the N-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; a»4- or the phannaceutically acceptable salts and solvates of 
such compounds and- or the N-oxide derivatives, prodrug derivadves, protected derivatives, 
individual isomers and mixtures of isomers thereof 

26. (Currently Amended) The compound of claim 25 in which X 3 is l-benzoyI-4-oxo- 
pyrrolidin-3-yl, 4-oxo-pyrrolidin-3-yl-l-carboxylic acid cert-butyl ester, 2-methyl-4-oxo- 
tetrahydro-furan-3-yl, 2-ethyl-4-oxo-tetrahydro-furan-3-yl, 4-oxo-tetrahydro-furan-3-yl f 2- 
acecoxy-4-oxo-azetidin-3-yl, l-isopropyl-3-oxo-azepan-4-yl, 3-oxo-az^an-4-yl-l-carboxylic 
acid benzyl ester, 3-oxo-azepan-4-yl-l-carboxylic acid tert-butyl ester, l-benzoyI-3-oxo- 
azepan-4-yl, l-isobutyryl-3-oxo~azepan^-yl, 3-oxQ-l-(jpxopane-2-sulfo]ayl)-az^pan-4-yl, 1- 
benzenesulfonyl-3-oxo-azepan-4-yl, l-benzenesulfonyl-3-oxo-piperidin-4-yl, 1- 
berizeriesulfonyl-4K)xo-pyrTOUdin-3-yl, l-benzoyl-3-oxo-piperidin-4-yl or 3-oxo-tetrahydro- 
pyran-4-yl; 

and- or the N-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; aad- or the phannaceutically acceptable salts and 
solvates of such compounds aRd- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 



a&4~ or the N-oxide derivatives, prodrug derivatives, protected derivatives, individual 
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27. (Currently Amended) The compound of claim 23 selected from the group consisting 
of 3-Hydroxy-4<4-morpholin^yM-oxo-2-b^ 

carboxylic acid tert-butyl ester, 4-(2-Cyclopropylmethylsulfonylme^ 
oxo-butyrylamino)-3-hyd^oxy-azepane-l-carboxylic acid tert-butyl ester, 3-Hydroxy-4-[2-(2- 
methyl-propane- 1 -sulf onyhnediyI)^mQipholin^-yl-4^ 

carboxylic acid tert-butyl ester; 4-(4-Morpholin-4-yl-4-oxo-2-benzylsulfonylmethyl- 
butyrylamino)-3-oxo-azepane-l-carboxylic acid tert-butyl ester; 4-{2- 
Cyclopropylme%lsulf onylme^ 1 - 

carboxylic acid tert-butyl ester; 4-[2-(2-Methyl-propane-l-sulfonylmetfayl)-4-morpholin-4-yl- 
4-oxo-butyrylamino]-3-oxo-azepane-l -carboxylic acid tert-butyl ester; N-(U 
Benzenesulfonyl-3-oxo-azepan-4-yl)-4HD^rpto 

butyramide; AT-(l-Beii2enesulfonyl-3-oxo-azepan^yl)-2-(2-methyl-propane-l- 
sulfonylmethyl)^-morpholin-4-yM-oxcHbutyramide; 3-(4-Mcnpholin-4-yI-4-oxo-2- 
benzylsulfcmylmethyl-butyi^lam acid tert-butyl ester; A- 

(4-MoTpholin-4-yl-4-oxo-2-beiizylsu^ 

acid benzyl ester; and acetic acid (2S,3S)-3-(4-morpholin-4-yl-4-oxo-2- 
benzylsulfonylmethyl-butanoylan^ ester, 

and- or the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; asd- or the pharmaceutical!/ acceptable salts and 
solvates of such compounds and- oi the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

28. (Currently Amended) A pharmaceutical composition comprising a therapeutically 
effective amount of a compound of Gtenm claim 1 in combination with a phaimaceutically 
acceptable excipient. 

29. (Previously Withdrawn) A method for treating a disease in an animal in which 
inhibition of Cathepsin S can prevent, inhibit or ameliorate the pathology and/or 
symptomology of the disease, which method comprises administering to the animal a 
therapeutically effective amount of compound of Claim 1 or a iV-oxide derivative or 
individual isomer or mixture of isomers thereof; or a pharmaceutically acceptable salt or 
solvate of such compounds and the JV-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 
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30. (Canceled). 

31. (Canceled). 
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